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DETAILED ACTION 

1. Applicant's species election of SEQ ID NO: 6 is 
acknowledged. Because Applicant did not distinctly and 
specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an' election 
without traverse (MPEP § 818.03(a)). Upon reconsideration the 
species election requirement has been withdrawn. 

2. Claims 1-15 are being acted upon. 

3. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

4. Claims 1-15 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described- 
in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor, at the time 
the application was filed, had possession of the claimed 
invention. 

Under Vas-Cath, Inc. v. Mahurkar , 19 USPQ2d 1111, 1117 
(Fed. Cir. 1991) , to satisfy the written description 
requirement, an applicant must convey with reasonable clarity to 
those skilled in the art that, as of the filing date sought, he 
or she was in possession of the invention, and that the 
invention, in that context, is whatever is now claimed. 

There is insufficient written description to show that 
Applicant was in possession of the peptide "reaction product 
thereof [peptide] with an organic derivatizing agent capable of 
reacting with selected side chains or terminal residues, which 
reaction product retains at least a portion of the function of 
the peptide to inhibit specifically the proliferative response 
and cytokine secretion of T lymphocytes of mice that are high 
responders to SLE-inducing autoantibodies". 

The claims encompass the use of a genus of "derivatives" 
that might include no peptides (i.e., completely derivatized) , 
or that might be essentially unlimited. As no "derivatives" 
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meeting the limitations of the claims are disclosed the size of 
the genus cannot even be estimated. While a functional 
limitation has been established, indeed, that is how the genus 
is defined, no common structural limitations are disclosed. As 
set forth below, there is sufficient reason to doubt that any 
peptides, let alone derivatives, meeting the limitations of the 
claims exist. Thus, given the disclosure of no examples of the 
derivatives employed in the claimed method, one of skill in the 
art would conclude that the specification fails to disclose a 
representative number of species to describe the claimed genus. 
See Eli Lilly, 119 F.3d 1559, 43 USPQ2d 1398. 

5. Claims 1-15 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. Specifically, the 
specification provides insufficient evidence that the claimed 
method could effectively treat systemic lupus erythematosus 
(SLE) . 

The specification disclosure is insufficient to enable one 
skilled in the art to practice the invention as claimed without 
an undue amount of experimentation. Undue experimentation must 
be considered in light of factors including: the breadth of the 
claims, the nature of the invention, the state of the prior art, 
the level of one of ordinary skill in the art, the level* of 
predictability of the art, the amount of direction provided by 
the inventor, the existence of working examples, and the 
quantity of experimentation needed to make or use the invention, 
see In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 
1988) . 

In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 
1970) states, "The amount of guidance or direction needed to 
enable the invention is inversely related to the amount of 
knowledge in the state of the art as well as the predictability 
in the art." "The "amount of guidance or direction" refers to 
that information in the application, as originally filed, that 
teaches exactly how to make or use the invention. The more that 
is known in the prior art about the nature of the invention, how 
to make, and how to use the invention, and the more predictable 
the art is, the less information needs to be explicitly stated 
in the specification. In contrast, if little is known in the 
prior art about the nature of the invention and the art is 
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unpredictable, the specification would need more detail as to 
how' to make and use the invention in order to be enabling" (MPEP 
2164.03). The MPEP further states that physiological activity 
can be considered inherently unpredictable. With these 
teachings in mind, an enabling disclosure, commensurate in scope 
with the breadth of the claimed invention, is required. 

While the mechanism of action for the method of the instant 
claims is not disclosed, it appears to require inducing 
tolerance to self -peptides as part a treatment for an 
autoimmune disease. Additionally, altered peptide ligands 
(APLs) of self -peptides are also employed. Tolerance -inducing 
peptide immunotherapy is well known in the immunological arts. 
In some cases significant results have been demonstrated in in- 
bred small animal models. However, said results have not been 
repeated in human trials. See for example, Marketletter 
(9/13/99) which teaches the complete failure in human trials of 
two peptides designed for tolerance induction. Both Myloral 
(for multiple sclerosis, MS) and Colloral (for rheumatoid 
arthritis, RA) provided successful results in rodent models, 
however, both were complete failures in human trials. Also see 
Pozzilli, et al. (2000), wherein the authors demonstrate that, 
while the induction of tolerance for the treatment of diabetes 
might have been expected, it simply did not occur. The authors 
could only speculate as to the reasons for the trial's failure. 
Also note Goodnow (2 001) , wherein the author flatly states, 
"Obtaining the desired response [tolerance] with these 
strategies [tolerance induction] is unpredictable because 
many of these signals [tolerogenic] have both tolerogenic 
and immunogenic roles ," 
(see the Abstract) . The author goes on to teach that while the 
induction of oral tolerance might be considered "an attractive 
notion", the method has failed in humans because of the lack of 
understanding of the mechanisms involved (page 212 0, column 2) . 

As set forth above, the references demonstrate that even 
unsubstituted peptides (peptides that are not APLs) that work in 
in vivo small animal disease models cannot be expected to work 
in humans. Regarding the even more unpredictable APLs, Anderton 
. (2001), teaches that, 

"This unpredictability [of APLs] led us to argue against 

the use of antagonist or immune deviating APL in human 

autoimmune disorders" (page 370) . 
Indeed, the reference goes on to teach that APL administration 
to humans can be dangerous and that in at least one case a human 
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trial was suspended due to adverse reactions in a significant 
number of patients. 

Other investigators have discussed additional problems in 
establishing human tolerance. See, for example, Dong et al . 
(1999), 

"Despite the fact that it has been relatively easy to ■ 
induce true tolerance in small experimental animals, 
translating these studies into larger animals and humans 
has been much more difficult to achieve. Some of the 
hurdles that may explain this dilemma are 1 summarized in 
Table 3. Even if we have the ideal strategy to use in 
humans, the lack of reliable predictable assays for 
rejection or tolerance still does not allow us to know if a 
patient is truly tolerant so that immunosuppressive agents 
may be withdrawn" , 
emphasis added. 

A review of the instant specif ication shows no induction of 
tolerance and indeed, it is unclear precisely how the examples 
are intended to demonstrate tolerance induction. Note that the 
examples involve only the use of three CDR-derived peptides in 
in vitro proliferation assays. The Inventors apparently 
conclude that tolerance was induced given reduced proliferation. 
But this minimal evidence comprises an insufficient showing that 
the claimed method can effectively treat SLE without stimulating 
an immune response, or that any peptides (including APLs) or 
"derivatives" capable of this action even exist. A set forth in 
Rasmusson v. SmithKline Beecham Corp., 75 USPQ2d 1297, 1302 
(CAFC 2005) , enablement cannot be established unless one skilled 
in the art "would accept without question" an Applicant's 
statements regarding an invention, particularly in the absence 
of evidence regarding the effect of a claimed invention. 
Specifically: 

"As we have explained, we have required a greater measure 
of proof, and for good reason. If mere plausibility were 
the test for enablement under section 112, applicants could 
obtain patent rights to "inventions" consisting of little 
more than respectable guesses as to the likelihood of their 
success. When one of the guesses later proved true, the 
"inventor" would be rewarded the spoils instead of the 
party who demonstrated that the method actually worked. 
That scenario is not consistent with the statutory 
requirement that the inventor enable an invention rather 
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than merely proposing an unproved hypothesis." 

Thus, in view of the quantity of experimentation necessary, the 
lack of sufficient guidance in the specification, the lack of 
sufficient working examples, i.e., the specification discloses 
no data demonstrating the induction of tolerance, the 
unpredictability of the art, and the breadth of the claims, it 
would take undue trials and errors to practice the claimed 
invention. 

6. No claim is allowed. 

7. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Dr. 
Gerald Ewoldt whose telephone number is (571) 272-0843. The 
examiner can normally be reached Monday through Thursday from 
7:30 am to 5:30 pm. A message may be left on the examiner's 
voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on (571) 272-0841. 

8. Please Note: Information regarding the status of an 
application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications 
is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact 
the Electronic Business Center (EBC) at 866-217-9197. 




G.R. Ewoldt, Ph.D. 
Primary Examiner 
Technology Center 1600 



